



For the last year or two of college, I
lived in a small room attached to a
garage at the back of a house on Del
Mar Boulevard in Pasadena. I’d been
living in a room of the main house for
a year and leaped at the opportunity
for more privacy. The room was tiny
— but I didn’t have much stuff and it
had its own bathroom. It was just
right for me.
There was only one thing that was
a little disagreeable, and it had to do
with the shower. I remember when I
took my first shower. There were the
usual two temperature-control knobs
but only one of them, the one on the
right, was fitted with a fawcett
handle. It had an H on it. This was
kind of puzzling, as in the US the hot
faucet is always on the left and the
cold faucet is always on the right. I
thought to myself, well, there’s one
handle for two knobs, so I guess you
adjust the water temperature by
putting the handle on the left or
right knob. The handle came off
easily, so I switched it to the left
knob and it worked.
It wasn’t great to take a shower
there because the water never got
very hot. At best, it was tepid, which
wasn’t bad as this was Pasadena. I’d
leave the water running for a while
before I jumped into the shower
(which in retrospect was something
of a sin, seeing’s how this was
southern California).
I’ve got lots of happy memories
of that little room — I remember
listening to the radio there and
feeling a special connection to the
unforgettable counter-culture show
Retch along with Mitch on KPFK. That
was where I learned to play the
guitar — “studyin’ hard and hopin’
to pass” (C. Berry).
There was some sadness when, at
the end of the year, I slept in my little
place one final time. I got up in the
morning and took my shower as usual.
But it wasn’t quite as usual. I don’t
know what made me do it but I took
the handle, which had been on the
left since I’d put it there on the first
day, and placed it on the right knob.
Turning it, I was stunned when,
within a matter of seconds, a stream of
hot water came from the shower head.
Newcomers to experimental
science are typically willing to
assume that things behave the
way they ought to
If this were one of Aesop’s Fables
(instead of Ira’s Follies), the moral of
the story would be something about
how one has to be aware of one’s
assumptions. So did this early
apocalyptic moment shape my
scientific career? Can I point to any
particularly notable discoveries that
reflect this revelation about making
assumptions, where I was able to
look past the conventional wisdom
connected with a problem, past the
shackles of dogma, think fresh
thoughts and come up with novel
insights? I can think of one striking
example in which we had been
completely confused by making a
standard assumption about yeast
genetic nomenclature — that
lower-case hma meant an inactive
version of the HMA gene.
Fortunately, my graduate student
Jeff Strathern realized the flaw in
this logic and, as a result, he
proposed the cassette model for
mating-type interconversion.
The shower lesson doesn’t
necessarily lead to deep insights such
as Strathern’s but it comes into play
all the time, especially with new
graduate students or with any
newcomer to experimental science.
For some reason, hot and cold
examples come to mind. Imagine
that you are trying to purify an
enzyme and are logging long hours in
the cold room. Is the activity stable
in the cold? Most are, but what about
yours? Or, suppose the yeast mutant
you’ve been waiting for finally
arrives in the mail? The mutant is
temperature sensitive, so you’re
ready to plunge into some complex
cell-cycle analyses. But is it
temperature sensitive because of a
mutation in the CDC28 gene, which
is what you requested, or was some
other temperature-sensitive mutant
inadvertently sent?
How many times has a student
come up to me excitedly with a petri
plate on which nothing is growing
and said “Ira, it looks like the
such-and-such mutant can’t grow on
such-and-such a condition”? I used
to feign a modicum of excitement
and then say “We need some
controls. Can anything grow on this
plate?” Now I just think to myself
that life is too short to get excited
about uncontrolled experiments and
tell the student to return when
they’ve shown that a wild-type strain
can grow under the same conditions
(ideally on the same plate) on which
the mutant cannot.
Newcomers to experimental
science are typically willing to assume
that things behave the way they
ought to, and make no allowance for
the possibility that the strain is wrong,
the media were made incorrectly, the
temperature of the incubator or cold
box fluctuated during the night, and
so on. Beginners are ready to believe
that just because a strain or a protein
has behaved a certain way in the
past, it’ll always behave that way.
Such an acceptance of historical
controls and other assumptions can
lead to a person getting burned or, in
my case, chilled.
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